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mm 



SIS] 
SIS] 



[S^AiW] 



HI42S°I ^i§o|| o\s[ ggj, f|^g HI 60S ° I ^§ 

oil ssi^m a m=?muc\. ch e.i sj 

(21) CHdlSJ 
(21) 



20 
26 
0 
14 



pi 



SI- 



29 , 000 m 

26 , 000 S! 

0 S 

557 , 000 £J 



612,000 £! 

1. 2^Ai- §AIIAU£PJ)-1S 2.£|gJ&-1 
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*ll#2) o]*}^^: ^1-^^ ^^V, 0.1 vfl*l 200 #m 3.711- ^ jn^fl 

#3 <y*> O.S., -g- *flH£: <^-§-^ ^#^3 #^-gr -fr^*>^>H ^7}^} 

«o V #W. Pi Afl <y*l- afl^ ^-fHS «l*r^ 

3-4H3 0 l -f^KlL, M-^>7> -g-<*M] £^ ^ t±X\ ^-g-^ofl 7fl 

^t!:^. ^^i, ^l^^^l til^(oil) Ml oil Jl^ll^ n]>*fl ^^>7l- 5. 

£. 1 
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*1 ^Hr-gr^ ^{Hyaluronate 
micropart icles for sustained release of a protein drug} 

-£ l€r ^^^(hGH)f J£W^ -g- ^wj-^ jisfl <g*}. *flTg 

^ ^ M-Bf^l ^olT^. 

£ 2a ^ £ 2b^ hGH# XthSrfe ^ *l«oM3 -H^l ^1" 

^ ^ * ^ 3S.n>£zisflsl(RP-HPLC)*>^ ^jzJ-S.^ , £ 2a^ 

°M1 oj*}. hGH« M-H}ifl^L, £ 2b^ ^1^<^1 a> 

-g-tr ^-§-^^ hGH# M-E^^cf . 

^ 3a ^ £ 3b^ hGHl- i^>^ ^ *#a$ jx^fl o]^] oj*} X|^£| 4sJ=§ 

<?HJ^-i- 3.7] «fl*U 3.^>Sii5fl3i](SEC)^>^ S. 3a^ 

t 

SJ^l- *fl*IMH «o v #€ hGH# q-Ej-tflJi, £ 3b^ £ afl^j aflsofl ^}-§-tr 
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<4> ifl oil ^ ol^ ^-HB^ ^#^^.5. # 

:a*j|#<q %l-fH3 3§^- 0.1 ifl^l 200 /an 

37)1- *H ^ ^ ol ^1^^ X^Rr g| ^o.^^ ofl^ 
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^ 7^11^) #e]^E}o]c( polylactide)j s.^^.^^^.olc(p olyglycolide ) ( o]=-o^ 

^H^^l^-^-^^^l^CpolyUactide-co-glycolide)), s £ _ofl 
(poly-ortho-ester), #&1 ^B}°1^( po l y anhydride) tH§- ^>-g-^>^ ^"-M ^ 

5f ^=#o] a^a^I 5.^- W(M. Chasin and R. Langer, ed., , Marcel 

Dekker(1990); J. Heller, , 10, 163(1993)). °l^-£r ^ -2-§*># *f-§-^r 

°-$%$\ ^ y o V ^ ^l^^r ^-sfl 4=- 5.7} ^7} <*^£\ o] ^ 

&^efl, =L ^lS^r #5r^l, ?1 J£^> , ^1] °l e , *lo|- 

-f-ol oicf. o]s. ^tiV^ o.^. ^?\) *3(gel) 

<8> ^ Q r^-^ : ¥-7l <g£- JL^} #^^1 ^ 31 ^ <H1 ^*flSVJE.5. 

^ 5E^b *1 °l-§-tr ^*fl ^ ^A^, ols-o. 
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^r^<§ *l^L*fl -g-^-S. ^>-§-€ ^rH^r, ^ $5.7} nfl-f ^ A-j ot^.o| a-A> 

#o]i=. s-^o.^. oi^c^ a^ wv^ A>-g-^ ^ 544. ^1* D ltf 

^ ^-S) xj| 5,416,017 S^l^ §1 o}-f-E;A> ^£7} 0.01 3 %°] €-8: ^}-§-tr ^l!^ 

^ *H-*l*Kerythropoietin)^ H«oM3 ^Hl , ^ ^fl 1-287041 Jl 

(1989 Hi ^ ^l^* §1 oj-^-SA). ^£7} ! % 0] ;gofl ^-B-A]^l A-^Wj-Aj ^A>^ ( ZL^Jl 

^ -§-711 2-213 3L(1990)°fl^ %t*)^-\i, <^9}S.\i, ^^^--§- 5 

^^^Kgranulocyte-colony stimulating factor; G-CSF) # 0.5 ifl*l 4 % ^5.2) ^1 
°>^-€-tV ^)ofl tMfA]5[l a^« 0 V^ ^ -<|j ^ £ iLJi^ h> James Meyer, et al., ., 35, 

67(1995)). 

<9> ojsl- ^igofl , *1 °f ^6\] -g-^flHl^ oi^ cjtifl^ 

% ^£^1 *1 aV-f-E-^r 10 5 - 10 7 ^B|5Lol^ ^5.^ 7}*| , ^ 

^Eflo} §i o> S.S.AJ. ^ ^ oil A i ^l-^r *1 <>l~¥-€-9-£ £t ^\ °1^H1 o]xj] § 

°11 -§-*fl€ ^Bfl0lH.S. ^A> ^lOll ^Oflofl 6^5)1 ^Tfl S)A^£](^ Ot~.0) Hj-^Ol 1 <^ 

ojAj- ^cf^ ^-^o] oiq. ofl-i-s-ig, <aj£ ^ ^711 1-287041 Jl(1989) 

^s>5i^ol o]^Bi# ^0>s # A> ! % i^tro} ^ ^-O-Al ?J Ai^ ^A>^^^- 

S77H1 ^Aj-^-g- nfl <y^^oii oi*> ^--f-^ 
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♦ *1 <=> r-r-€r^ 2 % ^IHl ^--B-^l^l ^1^ (James Meyer, et al . , /. Controlled Rel . , 35, 
67(1995)) ^ °m =11 €-£?# 1^" ^^^4 *1 <> }■¥-§-# 1.5 % *N -S^tt ^^(^1 

^ z\] 5,416,017 SL)£\ ^ -S"§-°11 ^M^H ^ M^H^ 

°1# ^f^^ ^-£7} 24 Aj^-olLflofl l/io oj^s. ^^§1 ^^^14. 

oj-^r&l ^H 5 -^ € *fl^ <^#5] m^^E^I ^2}- 

^opf-^H ^-§-°-3^ ^lr# tflS^- -^Iraq- wl^>^^- nfl 

*r°l7} &tK 

<10> o]-^-o] jy_j7 -§--§- t^ig ts] oj-S SLA]- ;fi) ;*)] °1] >H ^"^^ JE^- ^ B) H. ^ir^) 

^ 7>^^r M-Efu)-^ *fllfl ^o] ^oflofl cq 5) ^ S| <^ Jl^o] 1 

^.^1^ A-^^ afl^ afl^ A>B?l7> 

^AV-Bfl^ofl^Ei HYAFF™^- %f*l ^d11^^^>o)= ^-71-g-nflo)) ^Cf. 

^HSJ^rl- ^lStb ^11- °1 SZ^r (N.S. Night linger, et al . , 
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Proceed. Intern. Symp. Control. Rel . Bioact. Mater., 22nd, Paper No. 3205(1995); 
L. Hum, et al., /. Controlled Rel. , 29, 133(1994)). <W£# *>^*1 ^^^>^ ( 

aHjl, °1 £-^-8: SL<£*]} 7 r *M ofl^-g; ^^Al^lcf. ofl^ofl cH^-g^- 

t!r *1 ° V^^r^- 1 ^ ll <>fl ^El <i| ^^^.S. ^^^^ ^ 7>^^o] ^cf. ^afls. 

*1 ° Hr-E^-^ ^ °11 ^ -I- ^V-g-^r GM-CSF 'HHMl ^l^*^ *l °f ^-^-^ 

^^-^71 oil tifl^i^ 7 |. 100 % %Ajs} ^ o. n^oj^^^j GM-CSF7> s|s 1-2 «a -S- 

<£H1 25 % ^£7} U-#S)oL ol^ 17 «a* r *l^ Di o]^ w 0 V#El^l «} &4 

(N.S. Night linger, et al . , Proceed. Intern. Symp. Control. Rel. Bioact. Mater., 
22nd, Paper No. 3205(1995)). <*} , 3 *1#<>1^°11 nl 4 <g *>ifl 3j ^r-§-°l 75 % S 
£l$i^l.£ Ir^sf^- w o V # °1 #^£r <^«--4 *1 
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t 

<HSt( aerosol) ^)^}Mr afl^Sr^- 33 



IEtt ^b] = °M-i: (lipophilic material) 

^ afe, ^ ^3 0.1 ifl*l 200 /zmS] JL*)]# *l>fl <y*> ^1^, o]^- ^A>*fl-g- 

<16> M. ^-rgo^ JL*fl^ *ll^£r -H*fl#£] <y*>o] S^o] €-fM3 #^5. 

^ ^l^W. £E*h ^.oflol] «-A>^ ^-Eflofl ^A}-g- ^ ^-g-<a)-g- ^7H>^ 

jl*fl <a^> SL^Si\ *l-fr^ #^2f -g-ono] j7^1 cy^j. a ^ofl 

-g-^H ia^C coating)^ #^)# M-eJ-W. ^l^r ^#-8-3 3 

(oil-in-water emulsion)^ ^^S]J1 ot^-oj ^--fj-sl JL*I1#SJ U M1 ^^V* 

9=# 7l?Vol z]^, ^^o] nfl-f ^-o> ^o^ 7 > -§-ol^r>cf. ^ n]Xfl <^X> 
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<i?> .M. ^of)^^ ot^-ol ^ ^ ^*>*1 QG-E-S. *}°}^*}:- 

<18> £L o] d]^] oj^j-i- ^)3i^}7} ^|sflA^ <^^>^ o.s. ^r«j^ SE^- ^ e) H. 

^0>^A> ^ o}9) o. 7 ] eg ofl 5^ 0.1 ifl^l 40 1M, WH^^Ml^ 

1 tfl*| 10 /an 1*> ul*fl# nlAfl <y^>» ^fl^^t^f . l*r ul*fl# D H1 SJ^rfe £~r- £2: 

# ^Ml <y*l-!- ^ 0.1 vfl^l 200 jam, wj-^sMl^r 1 tfl 

*1 100 jean, cl^r «>^*I*M1^ 1 tfl^l 50 w, 7\Q *\t%*\?>\7]]t= 1 20 jum ^ _H^| 

D H1 . -H^l^- ^V^l 37]^ #^ 

<i9> ^oj| a>-§-^- ^ oi^ s]^- eflA]B]( lecithin), iisj-H]^^- 

^(phosphatidyl col ine), S-isj-El igH] fHir 0 } 1 ?! (phophat idylethanol amine) , S^sJ-^^ 
<*HH (phosphatidyl serine) , S.^^\-^\ ^o]i^A] #(phosphat idyl inositol ) 
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^-2] e]^= ^ ojs. e]3i]noj -f)-jE*fl; D]^|>iE-t>( m yristic acid), ^gMS<+(palmit ic 
acid), ^Bflo^AVC stearic acid) ^ *l"oM]r ^ <=>1# ^ I #&M11i iEfl*}^ 

<>1.E. (glyceryl stearate), ^^Eflo] e (sorbitan palmitate), ^^1^ ^t]]o\ 

3M^(sorbitan stearate) -g-^ *l u oMr^ fts.xft; #^>^ (poloxamer) -g-^ Tfl 

^ ^ 

t 

t 

^•^^-#5.^ ^^KG-CSF), ^Ut 1 * r S^sl-*l-#5.M ^^^X granulocyte 
macrophage-colony stimulating factor; GM-CSF), t'V-S.-S-S}-*] ^r^vi^r 
(macrophage-colony stimulating factor; M-CSF) , °flB} j= j5L3Lo]°ll^l (erythropoietin), 
-=•3 ^Efl^-^ t£i8\ ^ ( bone morphogenic protein), interferon) , 

(insulin), ol-S-eJ^-^fl-IlKatriopeptin-III) , ^-^11 (monoclonal 

antibody), s]*} <?l*r(TNF), (macrophage activating factor), 

^lBj-f-^l(interleukin), ^ £[*}( tumor degenerating factor), Sl#fi--8-*r 

insul in-1 ike growth factor), ^"tl^K epidermal growth factor), -g- 

ef-^nli^^l sM^l (tissue plasminogen activator), -#-5.71 M-^fl (urokinase) 9X^. 



<21> 



S-£(Tween R ) 2fl^3M3*ll, ^l-M ^^1-°] A]~g- 
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— ^=#5] #^ol 3^51 01*}^ 7l§0.5. 1 

90 ^^C.]J7 ( OV^^I^ ^1-^^ 31)^-^ Jl^l <$X}2\ 7l$ 

#^ €-fM3 ui*fi . ^^-a- 7i$^.s i #^=% vii 

*1 90 ^^H^K 

^ ^r-g- ^-8-^4 ^ ^-M~§- ^-§-°-3; ^ ^-§~rr, .2.^ (mineral oil), 

1>31(squalene), ^-^(squalane) , ^t 1 #-fKcod liver oil), 5. M mono)-, i=Kdi)- 
^ Msl(tri)-#e|^erol = (glyceride) HL^r o]-s-o} ^ ^>-§-^* 

^>-8-«" &tj-. ^-g~fr^ ^-tifl -fKcorn oil), -ir^«.-fr(ol ive oi 1 ) , tfl^-fr 

(soybean oil), -?-^r-n-(saf flower oil), ^^-^-(cotton seed oil), v&^-rri peanut oil), 
S. pf-fK sesame oil), lEfe ^^"§-* # &t=K Stir, ^-S- 6 !] t^MI 



ofl 



oil 



<24> ^-^1)^ O.S., -g- ^Hl^ -H*fl^ ^l^l^^r A 1 !-^ 7l#^^l H]* 

^ -8-^«fl ^]a*>7l ^"71 -g-oJMl «AV^ ^-Eflofl ^Af-g- ^-g- 

-ir ^^o.^^ ^^^(oil-in-water emulsion)^- ^[2i*k ^ 

<25> ^ ( ^ofl JlxflAj-o) n^oj^ *fl^ l-^^O] AV-g-*}^ 5=7^ 



nVolu)- 71^1 ^^-g: -§-ofl 4^^. 
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<27> ^ a] o)l i : oi^> iHfi ^ PlAj) <y*> 

<28> o}^} Ji e^o] 2 mg/ml^ ^£5. -g-Sfl^M oi^ 5 mM <y^<§ Q^- Tfl 

^ ^1 <?1 ^€1 80^- ^§-§-^21 7l^o.S 0.01 #^%^ <#°-3. %7}%}%ty. 

°1 -g^l ^V^= 1 ,000,0003] *l<>>^-€-^- M-^#-g- 2 mg/ml ^£3. -g-*IM^ 2}^ -g-°J] 
■i: ^-1-5^. ol ^l^-g-ofl-g; 3 ml/£-^ -fr^rSLS- ^?i^7l (Buhi 190 ) ^^>M c l 

Hfl- n]Afl 5 gf 10 mg/ml ^} oj^ oflE]-^- 500 ml^l ^-^>^ 

^M-i- ^^i2:7l(Buchi 190 H] ^-g-^M € °) ^ ^7^3. 

<29> ^ X\ o\] 2 : ^ ^Afl 

<30> o]# ^ 1 mg /mi<q ^£5. -g-Sfl^M 5 mM -§-<^Hl 31 

iS*M3*llS! 80^- 0.01 ^7H>5^cf. o] -g-«H ^-t,>^ 2,000,000<y *1 

# M-Mf-^r 1 mg/ml ^£5. -g-*M^ 2^ -g-<*}-§- ^1-^4. °) ^-§-^3 ml/-g-£| 

£2: ^7lS] -^£^r 85 °C°]JL £<H^ ^5 2 jtmH&i}. 

91 & ^ S = ^o] 3£^^ ^o>^a> q-e q^ <a^> 5 g-i- 10 mg/ml 
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3- 9X^r ^fl^-i: 500 ml<H] ^--t^^I (Buchi 190)°fl 



<3i> ^ A] o| 3 : ^ss. ^-o. ^ 

<32> o]^> ^s^ol o.l mg/ml ^ -g-^fl^)^ 5 mM ^ -g-^ofl 

3) *fl Si 8 o ^ o.Ol % ^7>§>^cf. o] -§-^ofl ^>^= 2,000,000^1 

^.S-AV l^Ef-a. o.9 mg/ml -g-«JW*J aj^ -g-^^r °1 a^-g-^-g- 3 

ml/-£-^ -8-^.2.3. &^&2z7] (Buchi 190 ) *M ^^>» ^lS*}^. °H 

10 mg/ml ^£1 ^-o} °fl^ 500 ml^l «a<H*l ^^.2z7] 

(Buchi 190 ) <H1 sJ^He! ^ SJ^ 5 /zm ^L7l^ o^] <g*}l- a(|SS>5a 

A. 



<33> a] 4 : i Jl^s. p^-fl 

<34> ±_ 3LS.^-(bST)ol 2 mg/ml^) ^£5. -g-*fl£H cn^ 5 ^ 3}-#-g-^Ml 

XI'S^MSl J=-£ 80-i: 0.01 ^7}§>^cf. £-*>^ 2,000,000*1 §1 

M-Ef-I 2 mg/ml -g-Sfl a]^ a^-g-^-g- ^ ^ 3m 1/^ -%-t$SLS- & 

^-^7} (Buchi 190)^11 ^-g-sH ^.g. ^s^tf. <>H ^^7}S. -R-^S] 
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# l^aol S.^^. elo>=.s.A]- uj-mf- 01^]. 10 g # eflA]Eiol 10 mg/ m i ^5.5. 
°> 500 mH] ^^^1 £-^* ^#2:7l(Buchi 190 H] 

<35> 4j A] Ofl 5: Sfl J^l Jr ^-o. 

<36> sfl*] Jis^.(pS T )o] 2 mg/ml -g-*fl£|ol 5 mM 3^-8- 

31 ^ iH$Ml 80* 0.01 ^7>s>^nf. ^7]ofl ^j-^ 2,000,000°] *1°Hf-€- 

M-^#* 2 mg/ml -S-sflAl^ sl^-g-ofl o. ^ jjt o1# 3 ml /«.o] -fr^o.^. ^- 

^^2:71 (Buchi 190 W *H1 ^ 7n]-§- olnfl ^^y]S. 

# isaol *1 ^H^^ ^t.> 5 g* 3HHc>l 10 mg/ml ^5.5. ^-o} 

°im* 500 ml ofl <^^^1 £-^* ^^2:71 (Buchi 190)^1 ^t^H 31 

X|Elo] 5^^-^ 3g^- ^ 7 //m 3.71^ XJ]X\) ol^fl- ^l^V^l^. 



<37> 4) a] ofl 6: ^Un 1 ti>HS.^l *>^-Sl*KGM-CSF) D-R- 

<38> GM-CSF7> 0.4 mg/ml ^ -g-sflsM 01^ 5 ^ o]A]-<g <&^.g-ofloi) ^^M^o] 

80* 0.01 ^7>s>^cf. o^H ^J-^ 2,000,000^1 ^M^-M: 

1.6 mg/ml -§-*flA]^ a^-g^o. ^ ^ 3ml /-g- 9 £-^-7d2:7l 

(Buchi 190 HI ^-g-S}^ <y7}# ^l^^^q-. ojnfl ^-^-^S7l^ -B-^S]^ £2:^ 

7l^ £rIE^- 85 °C ©Ijl «g<H*l v}*]} <$x}<Z\ jgg. <a^^ 3/^1 GM-CSF7> 
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^M-r-M: M-Mf- 5 3M^1 0 1 10 mg/ml o}^ ofli£# 5 qo ml 

°)1 ^-^H -g-^: 0 -^ ^^iS7l(Buchi 190 H ell A l ^ °1 

<39> ^ a] oj] 7: oflelE5.5L^oilEi n^-fl oj*} 

<40> ^m^E^HliilCEPO) 0 ! 1000 IU/ml, ^ 0.5 mg/ml ^1 ^£5. -g-^sl 

<H $1^ 5 mM °]*r«g <£^-g-<*H] TlUg^^o] 80* 0.01 ^7}*}$Xt\-. <^ 7 ] 

°\] ^>^= 2,000,000^ 2.5mg/ml5. -§-«lH^ s|#-§-^* ^ ^ 

3ml/^ -H-^^-S. 2:71 (Buchi 190 Hi ^l^^^cf. 

«-^^2-7lS ^-^S]^ ^2:^-71^ ^r£^ 85 °C 6 1 ^ *H1 ^ ^ ^ 

7|^- 3.5^1^4. EP07> 5L-#€ §1 °r -r-^> M-M# *H1 o]4 5 gf Efl^lliol 10 
mg/ml ^£5. ^-c]- 01^ 500 mMl -g-^s}-^ -go^ ^-a>^^ ^-£^71 (Buchi 

190H1 ^g-i-^ ^ 7 j^in B.7}9\ <y^># ^S*>^^. 

<4i> ^ a] 8: t'El^m-'&sl- #-fi- 

<42> «aE^l^-<^4( interferon- a) 2xl0 5 IU/ml, D-^M* 0.2 mg/ml ^ 

0.2 mg/ml # i^-cr -S-^^l ^l^^^l^l ^€ 80# 0.01 ^% ^7>s->^cf. <^7H 
^■7x>^ 2,000,000°] *W-r-€-^ 2.5 mg/ml S. -g-*lH^ °1 

# 3ml /^ €--¥-£2:71 (Buchi 190 H ^^>1- 2: S> ^ . o] 
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ol 10 mg/ml ^£5. ^-c> <*fl^r-g- 500 ml^l £-^*f<^ <£M3l ^r^-i: ^-t^^I 

(Buchi 190 HI ^^SM ^ 7 pm 3.7] 2) u}*\] <$z}^ afls*}£ 



<43> ^ A] 6|| 9: tl^^l€:-^> $"fr ^ 

<44> ^Ej *l| interferon- r ) 2xl0 5 IU/ml , #51^1 0.2 mg/ml ^ 1^ 0.2 

mg/ml* i^-*>^ -g-°JHl 2fl^SM3*1lSl S^l 80* 0.01 ^7>*>5|Cr. ^-*} 

^ 2,000,000°] ^l 0 r-T-E-^ M^-fr-i: 2.5mg/ml5. s)^-§-^ * ^ o]s. 

3m 1/^-^1 -rf ^^2:71 (Buchi 190)<H| <y*}!- ^S^t}. olnfl 

^-¥-?i^7lS -fr^fe- ^S^7l^ -^£^r 105 °C °1 Jl ^^^1 <y ^-£- 

3.5 J cmlOl&c^-. <yeHl-Er-#*}7> 3E.«Hel §1 «a^> 5 g-S- efl ^1 ^1 °1 

10 mg/ml 91^ <^m# 500 mHl £"£r*M £<H*! ^r^-§: £--¥-£2:71 

(Buchi 190 ) ^-g-^H sfl^l ^ ^ 7 #m a.7l^ <g*>§ *ll^r53 



<45> a] o)| 10: <£I<#b} *)-f>- <y*}- 



<46> 



^^^(insulin)^ 20 IU/mlS] -g-^£]<H 5Ufe 10 mM 3r#-§-^Ml Tfl 



^%Aj^o] 80* 0.01 ^7>«>Sit}-. ^7l<41 £-*}^ 2,000,000^ *l< s >^-^'tr 



^ 3ml /^ ^^Si7] 
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(Buchi 190)o11 ^-^H *H1 <y*}-fr *\]^f>}<%^. olnfl ^^ S 7lS. -ft-<3s]*r ^2:^ 

^"Hf-i-^ D H1 5 Bfl*lfl 0 l 10 mg/ml ^£5. ^-a} 91^ <>fllhi- 500 ml 

°)1 ^r^>^ ^>*^# ^^S7l (Buchi 190 HI -^-g^H 31 a] o] j£\^Q 

7 Ami 3.71^1 nl^l og^g. ^^.o^ 



<47> ^ a] afl n: IGF-I D-ft- Afl <y*> 

<48> ^l^-JW ^^-o]7.>-I( insulin-like growth factor-I)7> 2mg/ml^ ^5.5. -g-tfl£] 

<H 5 mM ^-§-^^1 7^1 ^#^^1^1 8 o^- 0.01 $7}-&}<%r).. <^7] 

°fl 2,000,000^ «1 oj-^-S a> 2 mg/mlS. -g-*Ul?l s|#-g-^# ^ ^ °1 

1- 3ml/^-2] ^^7} (Buchi 190 HI ^-g-^H °J7>1- *f|3E:S>£t).. o] 

3/an°l -fj-A}- ol^f-iol ^^-51 ^]o].^S.a> q-EJg- ^4 o^]. 5 g _g- 

eflAl^ol io mg/ml ^£3. ^-o} ^ 500 mHl ^^^1 

S7l (Buchi 190 H 3HH<>1 3X)^-sj ^ 7 /an a.7l<q o^-i- ^ 



<49> aj a] ofl 12: s^s. igjfr oj^j. 



<50> 



ti^ 3L^^-°1 1 mg/ml ^ 



-g-sfl^l^ SUtt 5 mM <y^>^ ^ -g-^l 31 



^iH^l^ ^-S 80^- 0.01 ^7>e>^cf. ol ^-onofl 2,000,000*1 *l° r - 
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M-Mf-^t- 1 mg/ml ^£3. -g-^flA]^ ^Ir&th °1 3 

^^^7l(Buchi 190)ol] -g^H ^J*}* ^{]2ii}SX^-. °H 2: 7l 

°1 5 mg/ml ^-£5. oi^ 1^31 #5.5.>o1h.(CH 2 C1 2 ) 500 dH 

^1- ^^iS7l(Buchi 190)°T| ^-g-SH ^3|o> = -9-°] 3)^-^ sgg- o^tj 6 ^ ^7l^ 

<5i> ^ a] ofl 13: 01 # ^a^. ^-ft- <$x} 

<52> o]# ^as.ol 1 m g/ m i^ -§-*flSH $1^ 5 mM ^ Tfl 

t^%^^oi 80^- 0.01 ^7>^>^cf. ol -g-^ofl ^7.}^ 2,000,000'?1 *l 6 >^-€- 

^ M-Mf-* 1 mg/ml ^5.5. -g-*lH^ 3^ -g-^* ^#^4. °1 2^-§-°-3* 3 ml/£- 
51 ^?i^7l (Buchi 190 H ^-^H ^l^^tf . o]nfl 

60(sorbitan monostearate; SJt^: ICI Americas)°l 5 mg/ml ^£5. 01^ o]^-^ 

500 mMl ^Sr^M <y<H*l ^-Aj-bn^- «-^-7iS7l(Buchi 190 HI ^ 
60^1 3X)^s} ojtJ 7 ^ =L7l<£| o^t.># T^lSsl-^cf. 

<53> ^ X\ ofl 14: Aj^V JrSS. ^-o. ^ <y^. 
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<54> oi^> Sls&o] 1 mg/ml ^ -8-«flS)<H $X^r 5 mM Sl^Sj -S-^M 7)1 

^ShMSl ^€ 80^- 0.01 ^7>*>sa^-. °1 2,000,000^1 *l<>l~¥-€- 

# 1 mg/ml ^£5. -g-«fl*l^ -g-<^ ^#5^. °1 ^^-g-<^^- 3 ml/-g- 

^ ^-£^7](Buchi 190) <*H °g^>» ^1^*1-^4. °H ^f^i 

iEflo>eflolH (glyceryl mono-stearate)7> 5 mg/ml -^£5. ^} "HH^l #5.iiM = 
(CH 2 C1 2 ) 500 mlofl ^>e>^ <a<H*l ^V°-«-g- ^^7) (Buchi 190 Hi #eJ4 

<55> A] Ofl 15: Aj^- ^-o. n ^ o^o} ^-fi- 

<56> ^UHl 2*11*1 *H^€ ^l^t JL^-€ D M1 <a*> 50, 100, 200, 360 ^ 

500 mg^l ^^-R- 1 mil- 4^ ^r^H 1"^^ ^-tM (vortex mixer )S. JLSfl^Sl *H 
<9 *>■!-§■ ^-fHl ^-a>§].^ P ]Afl <y*> -^-£7> zj-z]- 50, 100, 200, 360 ^ 500 mg/ml Si 

<57> ^ X\ ofl 16: aiz> Aj^- ^s^- thf*-.^ <y*}<>| Aj-g-B- 

<58> 2<M *fl2;€ Siss-ol i^-^ u]Afl <y*> 100 mg* tfl^-fr, ^-tifl 

-B-, JL^-fi- zj- 1 mli D M1 ^ ^£7> 100 mg/ml Si tfl^-fi-, ^fl-fK JLW-fr 
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<59> ^ A] OH 17: i S^S. ^.o. Pl^oj^o) Al-g-o. ^A>ofl 

<60> ^X|ofl 4oflAl ^fl^ Jl 3.S.0I i^-sj n]^ oj^j. 360 mg-i: ^-fr, tfl^f- 

-fr, -^-«ll-fr, 14t 4 lmH £-*>3H Q*} *£7]- 360 mg/ml°] tflJf~f}-, 



<6i> ^ a] o4| 18: sfl^l s^s. ^-o. <y*|-o) ^i-g-fj- ^-A>ofl 

<62> ^Alc^l 5 6\)a\ t^SiQ sfl^l ^ j^s^o] s.^^ <g*> 360 mg^: ^-fr, tfl 



<63> ^ a] ofl 19: ^lE^l^-^-s)- <y*}<3} 

<64> ^A]ofl s^ll^i ^lS^ ^l^sn€-^7> £.^5) nlAfl <g*> 360 mg-§- ^-^-fh tflJH}-, 

Ip}-^- zj- i ml ofl £-^*H U H1 <y*> ^£7> 360 mg/ml'el ^-R-, tfl-Jf-fr, 



<65> A] ofl 20: ^--R- ^1^1 <g*}<q ^l^^ ^>^i 

<66> AjAloj] 15o11a-1 Aj^- Jl = ^.o] jc^-Tg cy^oj zj-zj- 50, 

100, 200, 360 ^ 500 mg/mlSl ^-fr ^ l m iofl NaCl 0.9 % ^-g-^?-g- z}z}- 9, 

4, 3, 2, 1.5 ml-q ^7>*H, aj# al^l ^£7} 5, 20, 50, 120, 
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200 mg/ml°M, ^-n7#£] a]7> zj-zj- 1/9, 1/4, 1/3, 1/2, 2/3^1 5] 

711 ^ °J] # ^Aflo] -g-JjLT^ ^o.^^ 

(oil-in-water) eflH^l H^^M -H*fl^£) n]Afl <y*V^ ^r^Vo] 7 ]§. on^( 0 il 
droplet) tfl^l i^S 1 }. ^ -H^l 5.^3 °1*}<*) ulSfl <a*]-# ^-fi-*> 

#£:<M 2^r <>1# U^l^HE. ^-(homogeneous phase)°-5. 



<67> aj a] ofl 21: <?}?> f-fr 6l| ig^ «-A}-6« 

<68> ^a]c^1 16<>JM tl^ ^3J" ^£7} 100 mg/ml 

o] cfl-^-jf, ^-nfl-fr, slp>-B- z}- 1 NaCl 0.9% *r-8-^-ir 4 ml^ ^7}*H, ^ 

-g--a-/#Sl ti]7l- 1/4°] -H*fl <9*> ^-£7> 20 mg/ml 7V 5^1 *>5a^. ^ 

<69> aj a] ofl 22: ^l^V I^a p]^ w.a>6H 

<?o> aJa^I 12^^ 91 ^ ^Hl ^7s> 100 mg^- tfl-sHf 1 m iofl 

^-^V*> Jl , o] ^-a-oB^l NaCl 0.9% ^-g-^ 4 ml^r ^7>§>Jl, ^-&<H A i 

<7i> aj A j ofl 23: *I*> JL=-£- ^-fr ^><^ 
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<72> 



13*IH *fl2:^ 91?} ^ Jl^^-^-B- 100 mg-8: tfl 



1 ml°fl 



■^j-jl , o] ^-A>^ofl NaCl 0.9% ^-g-^j 4 mil- ^ 7>5> Jl , ^A^. ^*<>H ^tl: A o v 



<73> aj a] 6]| 24: SL = s. ^-o. oj^o} oflig^ -g-A]-6H 



<74> 



-^H uoflAi S^-^-^-n- *H 100 mg-g- tfl^- 1 ml<Hl 



■*}*}JL, o] ^-aV^o]] NaCl 0.9% ^-g-^ 4 mil: ^ 7>s> Jl , ^0.3. ^al^ # 



Ol Ull All O] 
— I I I — 1 



<75> aj a] ofl 25: ^ Jiss *j-f>- ^ ofl^ ^><^ 

<76> 17 oj)^ afla^, & 155.^1 D H1 ^£7> 360 mg/ml°J 

^^-n-, ^nHf, ^«fl-°r, Ji^-fr ^-A].ofl zj- i m Hl NaCl 0.9% *r-g- 2 ml^ 1 ^7>€r>^ 
, ^-g-R-/!-^ til 7} 1/2*1 <^M] JlSfl <y*> ^-5.7} 120 mg/ml7> S)7fl 



<77> aj a] ofl 26: 5fl*l Jiss. ^-o. o^o} ofl^ «-a>o« 

<78> isoijA-l *flS^l, 31*1 :£.=.£■ o] °J*}<>1 ^£7> 360 mg/ml 

91 9l^, tH^-fr, -%«H-n-, Sn}^- ^V^? 4 i ml oil NaCl 0.9% ^-g-^-S: 2 ml*? ^7> 
^-8-fr/#^ «17> 1/2*1 uLSfl °J*> ^-3£7> 120 mg/ml7> *}<%t^. a} 
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<79> ^ a) ofl 27: ^^3)1^-^: 2}- ^-B- *l*fl §-^>^ 

<80> ^*H1 lgofl^ aflame), ^^l^l^-^r^l-^ a^-^i -^£7> 360 mg/ml^ 

^-rr, ^^r-n-, ^-wfl-n-, S^>4r ^ 1 tnl^l NaCl 0.9% ^-§-^ 2 mPA 1 ^7>^}^ 

, ^-§-n-/#^ ti l7> 1/2*1 -S^l ^x} ^£7> 120 mg/ml7> S) tJ1 e>534. £ 



<8i> h) ja i l: *}-R- ni^i o^^]. 

<82> o]^} i mg/mio) -8-*fl=)<H 5 mM 7j] 

^^^o] e ^ 80 ^. 0 Q1 ^7^1-^4. o] -g-owoil ^>%= 2,000,000^1 

^ ^ f |. i mg/ml ^51^ -g-^flAl^ ^ -g-ofl^. Tjvs-ojcf. o) ^#-g-ofl^. 3 ml/ « 

^ ^-t^S ^?iS7l(Buchi 190 H ^^*H *M] ^lS*>5icf. °11 

&t)-. *)}dE:^ ^ <g*Kr 
<83> H] H ojl 2 : JL^-S. ^-o. ^t£o] ^7>>^ ^-fr ^^><5" 

<84> w]J2^ iofl^ ^2:=} Aj^> ^s.^-^-o. pj^i o^]. 10 Q mg ^- Tg^-fr 1 ml°fl £ 
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<85> u] ii o)] 3: A^j- ^s.s. aj-fl. s.^^ oi*]. o/W 



<86> 



yjia^l 2^1^-i ^l^s], 91 H 1 mil NaCl 0.9 



h ^£2] ^a>-§- ^-g-^n 4 mil- ^ 7}*l- JL , -g-7]# ^^S. ^.^/# ^V^-g- 



^-$24. €-#*M ^-fHJ^ ^*r*l ^-R-7 r ^-elslzi 

-n^l ^^>«:^r iS-H-fr^r s^s] ^.ofl s.^. ^s\o] &#t\.. SlQ/'S: ^ ^ 

°3-§r ^^5L ^-fr*)^ ^3*1 



<87> «1 ofl 4: ^iBlsll^-^sl- «)--£}- ^]^r^ S^^l 



<88> 



«lE]5ll-l-^:^-( interferon- ) 2xl0 5 IU/ml , D-^M 



0.2 mg/ml ^ 



0.2 mg/ml» ^fs}b -g-^M *fl^3M3*fl«?l m$l 80-§- 0.01 ^7>*>55ltf. <*J 7 H 



1=3 



2,000,000^1 ^1°!-^-^ 2.5 mg/ml ^ -g-*fl*l^ ^ <>] 



3ml/£-^ -%-*&SLS. ^?iS7l(Buchi 190)^1 ^l^*}^. ojnfl 



?1S7] 



.fe 105 °C o]ji <go]^l Pl^l <y*>o] 



3.5 im°)3X^. 

<89> w] je 6)| 5: ©lE-Hl-E-^s)- ^ ^igs) nj^oj^ ^^-pr 



<90> 



tiling 4^1^i «1 El ^1^-^3471- 3E.1He» *M] <$t)- 100 mg-ir ^-fr 1 ml°1] 



t3 
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oi> h] h d)] 6: ^EHm-^s)- ^-rr ^l^r^ <a*> 0/W ^V^? 

<92> wlJSc^l 5 o\)*\ °}B\2\}s,-<g3±7} 5L^"€ <S^-fi- 1 mli NaCl 0.9 % 

5^ ^>-g- -r-g-^ 4 mil- ^7HVJ1, -g-7l# ^SLsL ^<^ /# «aJ-oj> ^]^>^ 



<93> Al ^ afl l: Aj^- JrH.,E. ^ ul^l <8*>S1 A]^ 

# pH 7.4 °] ^r^-§-^(^S|-M-m# 150 mM, 10 mM, ^-5- 0.05 ft) °\] 

911} JL = £- ^£7} 1.0 mg/ml7l- ^H^t}. o] ^-AVon^ 37 °C ^ 12^ 

7lofl ^JI ^ ^^-^ W C V# Al^^- ^A]^>^Cf. ti>-g- Al^> -Slofl -g-Aj-ofl.g. 

800 g <>)1>H 10 €^ €-3tt 3 ^1 1/10 -§-<a 

6 <J=3 a>71 ^-g-^-g; 7>tb 37 °C <M y o v # Tfl^^. 
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<96> a) ig oj) 2: Jiss. ^-o. ^ oj^o^ oj-xg^ a]-^ 

<97> ^o>^aJ. o^|. afl^6j| o]^> ss^-o] n]Afl<g^> Z\)2lC)] A> 

-g-^r =^-§-^^ 91?} = 4 ^tr ^ ^^-1- ^:^>7l , 

48 w c v^^ oi^v ^ ^.H^-g- ^Aj- HPLC, 3.71 tifl^l 3.Sn>S.ZLEfl5X] 

(size exclusion chromatography: SEC) * r -8-*M ^31- 55**3-. HPLC^H^ 

-tr^K oxidation), Ir^l^SKdeamidationHl £ltr ^-6r ^91^ *r , SECS^ 

-S-^C aggregation)^ £]*r ^ aZ 1 }. 

<98> je 2^ hGH# ilH^ *11H3 -31*11 D H1 ^ ^^^-i: ^ JL 

A i y o v #^ hGlH tfltr ^^Hr, £ 2b-c- ^lS^l -S^. 

hGH°H tfltr M-E^cf. £ 3€: ^ t^5] hGH# St^r^ *| y oM3 :n*fl ^14 ^ 

^ ^=1- 3.7] wflAfl 3S.n>£ZLEflsl(SEC)S ^#*r £ 3a ^ ^ 

^ <g*HH hGH°1] cfltr ^-fr, 5. 3bfe ^-^^ ^ afl^ofl 

*V *H^<HH ^^-^ QS-S- <4-§-?r ^-§-^ A <Hl RP-HPLC 

<j3f£ ^SH, SEC ^^rS-S. ^-^l 95 % °H«J\2.3., <y*r 4^^- 
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<99> a] ^ ofl 3: ^-fr ^ a]^ 

<100> ^A]4l 4(il =--=-), ^Al4] 5(5)1^1 1 = ^), -^Al4| 6(^^^ *>3S. 

9(<y&|3|l^-^-P» ( Aj A ]ofl 10(<?1#?1) ^ ^A]ofl ll(Ol^^-B-A> ^^-Ol^>-I)ofl^ 

€ <^ 7>^1 n]^] ojx> A>-g-*H 14H<4 ^ ^ o. 

S ^1^1 w o V # «l-5!iji, 24)^3]- ^-o] w o >^^ o^o] ^-o] 

<ioi> s. H 10*1*!: ^ 72*1 ^HH^l ^ ^ 72 Al^>^|S] ^ 

^ ^^^^ 3:^1 M-^ix^. 



<102> [SI] 



| 4* 


| ioa| ^ *y-#w) 






^*H 4 


| 45 


1 92 | 


94 


^^1<^1 5 


1 47 


1 87 | 


89 


6 


| 44 


| 89 


97 


*}X\d\) 7 


32 


76 


95 


8 


| 54 


| 92 


94 


^ 9 


49 


88 


95 


-M^l^l 10 


60 


95 j 


95 


-Mah 11 


38 


93 | 


97 
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<105> Mj-tgo] ^ Al _g. ^ ^-g-frij- #S] ^<*M1 -g^Ml 

^*13<H ^1-71 # 80 mm/ £-2] 4=-Sl3. ^<H# ^(^Hr)# ^g*r 

Sa^-. ^r A > 26 >IM*1 (gauge )# ^-g-^Sl^ , 0.9 % NaCl *r-g-3? , ^-fh ^ 

*H1 1521 ^-fi- *1aH1 20^1 o^l^^ ^AVofl , u]iE<m 22} ^-A>ofl ri wls^] 3 

<106> [2. 2] 



all* 






0.9% NaCl ^-g-^ 


0 


0.1 


nj A] O 


0 


1.6 


^UHl 15 ^^f r £-^<2« 


100 


1.7 


| -M^Hl 20 ^-tv^ 


120 


0.8 


| a] soil 2 <s>a-8- &&<2l 


100 


10.5 


alia oil 3 0/W 


20 


23.3 



5. 2<HH 1- ^ 5£tt y >2f ^^1, t^2] nl^l o^j. ^^o. ^Tgo] ^]o-Aj ^ 
^^-n- *H12] ^A>^5f t]2] cfl^^rf. ^2] nlxfl <y*> afl^ 

5.^* t-el (droplet)* ^l-?- 1 ^ o] ofl^-g- ^^tf. o]e] 

& 5"^ ^^^21 1^05. ol^fl ^A]ofl 202] :*H ^ ( <H] ^ «-^}ott)^ ZL^l ^^7} 7}^- 
^#<^15L ^^-a-2] ^-a}^- j±cK£ ^A>^^- ^.olcf. 
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<108> ^ f g.T&o] ^-fpg 9l*\ ^ ^W-f-lr^J: nl^-fl o^}^ 

15^1 *\}*§°\] til*fl ^l-th nfl 6wfl jaL^cf. ^ ^e}, s.^o) Q^o] 

*W ^ 3 A #<i SJ*1- X^-^-S^-Ei ^^.( swe lling)ol 

"S^^i -S-^ «1 o>^-&^ M-^l-^ -8-«fls. <y^H #7>s>7(l 

^ *H3!Sl ^Hl 15 ^ 20^1 ^z}- 14 ufl ^ 30 tifl 3. 



<109> A] 1g ofl 5 : ol # Aj;g- Jr^S. ^-o. ^ oj^^ ^ o. «-A>oflo] ^A]-^ A] ^ 

<no> ol# aj^i- j2a|. i^-s}^ T3]4 zjz}- itllofaA} i ^ 60, #b] 

a^-iEflc>5flol ^ s] ^ oi^, ^jA]oil 22, 23 ^ 24^1 ^1?> ^ = 

St^k ^4, ^fl^-n-^ 1.4 kg f $ Jl, ^ A H1 22, 23 ^ 24^1 oflli^ £-^V 



^ ^FS^ 2.^ 0.3 ifl*l 0.5 kg f S 0.9 % NaCl ^-g-^S] ^A>6fl ^^.^ ^ofl y)-^ 



°1 ^5] #2]- zl-o] 
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<m> X\ ^ oj] 6: D-8- <y*> ajj^s] -g-^- X\ig 

<H2> ^711 ej= 100 g ^ 7 ^ VH Vo l ^ (dwarf rat)» ^ 

<ii3> -g*H 15<4 -^a]^ 2(HM ^lStb 31 350 //g°l £) 

wliHSM ^*>o^ 7l^^ Al^^l -^Il^R *fl^ , 

«lJaofl 22] afl^ ^ Hlinofl 3^ o]^> £.s.&$<] <#o) 350 ^go] EjiE.^- 44 

<114> 3] 



1 


1^ 




3^ 


4«a 


5«y 


6<U 


1 mas 


0.9 


2.7 


3.6 


1 4.7 


6.3 | 7.5 




4.7 


4.2 


5.3 


6.4 


7.1 


8.5 


Hl51«m 2 ^ *f- 


5.0 


5.7 


7.2 


8.5 


10.2 


11.5 


«1S<^1 3 - ! T- 


4.3 


4.9 


3.6 


5.4 


6.7 


7.8 


15 alHj 


5.5 


6.6 


7.3 


8.7 


11.4 


12.3 


^ AM 20 ^f- 


5.3 


6.8 


8.1 


9.2 


11.3 


13.0 
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<115> £ 3 o)]Ai m. ^ y><4 ^-o], ^-g-ofl^ ^oj «.e S ^R|. J=c*jtb ^ i=c*} i 

^Ml^ir ^-¥"711 ^7>7> $a5^M- 2^ ^°H^r t^o]^ ol *o)l^ c]]^ 

<116> ^Tgo] ^3*1 ^*)-fMl -g-^t!: 2^ *ll 

^§tb ^7>7> t)]HL^l 3^ afl^-i; ^«3r ^ ^r-g- 

°-^ A o V ^>*>7fl ^ ^ 3 ^flcH] s-^-tII ©l^MS. ^-g-^ltf 

ofl ^-§-<^ 7] 9] -f-^tb SL^f# S-^Cf . 

<117> *fl*§-i- ^-fHl ^b^ *HS*b -M^Hl 15S] ^^-g; ^ 

*b ^ -g- *fl^* ^^-6-/1-^1 afl^ofl ^--tb^H ^Hl 20 

^Mtb ^ -&nMl7> 6^ ffsMl ^7><5>^, ^7}-#£ a] j^o^l 2^1 afl^j ^M-S-iL 

^ °}xr S^o] ^a>^o]] £ i^-frs. 5x)^-s)<>j 5U-g- ^ o>qej-, Sfl. 



<H8> a] ^ c4| 7: ^ ^ jus.*- igJfr <y*} afl^sj ^ A]t§ 



<119> 



in 



3L*\)^°] n]A-fl <y*># cfl^-B-oii ^-^H *fls*b ^Hl 173 ^ ji^I^ n]Aii <y 



T3I 



^€ ^r^-n-^^ oil ^ 3 oil ^-^H *flStb ^Hl 25^1 *fl*g-§- 
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4i sss.^ °<M 12.5 mg^l zj- 7 fl*M ^M^ji .g."^ ^7># ^^VS^ 

<120> [g. 4] 







2 6 J 


3<y 


4"& 


51! 


6<U 


8<y 


io<y 




1.4 


2.9 


4.6 


6.1 


6.5 


7.2 


; 8.8 


10.4 


*a*H 17 *in§ 


10.3 


10.8 


14.9 


18.1 


19.4 


20.6 


22.2 


22.7 


25 


9.7 


11.5 


14.6 


17.7 


19.9 


20.8 


22.5 


22.9 



S. 4*IM 1- *r ^o], ^a}6\] 17^ ^.g. J=<*|*V ^X|ofl 25^1 

1 <H -g-^Ml ^7>^ili4 an}. ^XHl 170) tflJf-fj- «-a> ^*H1 



<122> a] ^ ofl 8: olE-Mm-l^ ^--R- Pj^l *fl^<i| A]^ 

<123> Cf^-3f ^-o] > 0]&\ 5)1^.-^47]- 5.^"^ ^- S.7)o1] if-O^}^ otno] 

^7>7> *l^=J-g- ^-°l*l-^cl-. ^Alc^l 27°1H ^^-fr^^ ^1^ 

* *)1# 2.5 kg°] 57^^ J^HlTfl o]E^s)l ^-^^ <#°1 300 /*g°l si Tfl ^^fS^. 

cfl^-5-^1^ wliH^l 5<^l^i *\]2iQ, 3.*$.°] #^5. 42- 51*1 8££r *1 ^Hf-gr^ uL*H 

46-34 



1019990001232 



2000/7/1 



<124> 1^ $J=# ^5.^ ^l3L^^(cytopathic effect inhibition testes. ^^}^ 

3LCMDBK CATCC CCL-22)* Af-g-^ jl, X\%& v}o]^^ «><>1 

(Vesicular stomatitis virus; ATCC VR 158)# ^Hh^r^ 1 }. ?>}7} SL 5^1 5 QQeH 
<q <yE^2ll^-«^2|-^ ^7KlU/ml)l- q-Eftfl^cf. 



<125> is. 5] 
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SL 5°1M J±^-°l JL*ll#£i SJ*r5. *fl*ll & *]M<$ 5^ 27^1 
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o]i=Lo^l*l tiling 5 o| §] oHf-^> 3L*\] <y*> *fl^ -f-^^-^ ^ o. i^jjofl 

^] 272} ^^H^ i <^^o] 3|j7 «^7>^ 1/10 ^7>^ 4-5 1H1 M-E}>+ 



<127> Hi in Al^o^l l: ^0>=.S.A> Q *fl^ ^ 

<128> o)?} s^s-o] 2.3 mg/ml^ ^£5. -§-^fls)<H 5 mM Q^t -g-^^l 

2,000,000'?] *1 o>-¥-€-'i> 20 mg/ml 5. -g-sfl^7H, ^H^-^ 2 % 

^-ol *11<21 aj-^ a!^^- ^>^rf. 

<129> §1o> = S.a> ^ ^l^ol ^1^1 h o V^ ^ 1 ol^ofl ol^> ^s^o] Aj- 

100 % ^#3$^. ^T, ^ *fl^l£r #<*fl ^l*fl ^Tfl S^EM 2ft $\ ^1^71 

<130> alia Al^c^l 2: *1 oH^av *g ^i^o) ^ 

<m> ol^V Aj^- s^s-o] 1.5 m g/ m l -g-S}]5}<>| 5 mM ^ -g-^ofl 

2,000,000°! ^W^M: M-Mf-i; 20 mg/mlS -g-^lH^ -fr-§^°l <&±=- ^ f$s$ 
*1 °>^^^> € Jl^s.^ <#o| 150 vg°] \±^o) ^ofl 

¥3 -g-^fMl ^7>(g)l- 6 ^^H*^ *>7l £. 6<H1 ^^^4. «1 

46-36 



1019990001232 - 2000/7/1 

M tfl#o_5. *r-g-^# -^-E S 3gR^- o] 7 j- ^ j^-ao] ego] 150 ^ g ol £]_£-!=- Jf 

<132> [S 6] 
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<133> Al^c^l 6<sflAl f-n-tl: €■ 3°fl ^SVSI 

-§: 6<H ^ ^?)} ^7\7\ 3X3i^ ^.A^ *l<>l~¥-€-S *3 ^ ^ 

^r-§-°-^ *H^<?1 ^Mtb ^ -fMVtb ^^-i: Ji^. ^, ^<?} 2^ 

<134> tij A] ^ ofl 3 

EH hGH7> <£x} afl^-i: ^ISifteXty. ^ hGH7> 2 mg/ml^ -g-Sflsl 0 ! 

5 mM 3Hr-g-°JHl t^SH^s] e °} 80 ^ 0.01 ^ 7>sV^ *H^*V -g. 

^* 3m 1/^-2] -fr^O-S. ^^12:71 (Buchi 190) <Hl ^-g-SH S^M- ^l^>5^cf. o]o)) 

^?!2:7lS -fr^fe ^S^7l^ ^Hfe 85 °C°luI <£<H^ ^7^ 3g 5. 

2.5 /ffli^o^cf. afl^^el hGH 4 ^ ^1-1- ^1oV^-^^}-«31^^]^e^7> 6 % ^JES. 
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cHli^AW:E.(DMS0) ^H^lJl, °1 ^^-i: *fl (Aracel A™; 

x\: Atlas Chemical Ind.)# 5.^*>^- ^Kllli: SlQ^] 7}^ ^ I£7iMol^f 0 l-g-^V^ 

^013.5.011^^^ nv-t^cf. Pj-O] £15.011^^^- u] til ^ _$.<!]-§- <£^\o^, hGH 

. a>ol^5.ollig^^loll ofl ^ o>^l Efl o] E # 7>^A^ JE^S}^, DMS07> oil ^ o>^l Efl o] E 

5- ^M^-tV-ia^lie^} ^sj-sH hGH ^--Pr€ ^-ifl^iHl 

^x>7> 3)^oj^>o| £L7l^r 5.5 jwn°M hGH^l 45^%$ 

<136> Al^ofl la2f ^<Ut!- #7] ^7>>^ ^1^1 « D ># A]^^- ^Al^Cx^ ^ 

71 a 7<^1 ^Xfl^l^-. 
<137> 7] 
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<138> X 7°1H ^O], §1 o> S-^-AVoll i^-g: -f-o^ §1 O} ^-SAV-Bj] ^ ofl # 

A>.g-^ afl^ ^Hl^*} ^l^oll^ hGH ^1 w 0 V#^ ^7l 5 *1# ^l^^l^ 7i<5l & 

hGH *S-#o] sl^l ^ ^l-Pr^ hGH^ nflE^o] ^H^^-i^oil^Ei <^ 

^-SL^-g-^l H-f- 37l xtfi^olcf. 

<139> ^^1: ^-71 all 3^ niAfl ^7v>l- i^-M hGH^l ^ol 300 # g ol £j -§-<*] 

* ^ °11 ^M^M 7 ^ ^-<?> ^r^tb -g-^F-Tfl ^7\2\ ip^^l(g)^. §1-71 5. 8<>11 M- 

El-tfl^cl-. 
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<wo> is. 8] 
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<141> 



^, -2-^1 S^^l ^-^5. ^£)<H olo] -g-^oflo^ «-A>^o) -f^sj-H. 

3. ^ til ^3 ^HlS. ^§ ^ ol^g. J£n]- c}^\ , Hl^ ^>*H# ^A>-g- ^ 

1- ^ sitf. €^ ^£|<h ^^1 *H1 <a*> ^l^^r i^s 

# aflaflS. *>^S»fl ^-^1: Si 1 }. *11^£r ^1" 0 1 -2.-T- *W*1 ^ 

#3 ^ol <Uo]^} ^ol oicl-. 
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* €-n-^ #^5. ^ 0.1 ifl*) 200 [Mi 3.7}% £±r JL^^\ *M] ^ 

1 %H1 SU^i, 

3] 

*H 2 

^-71 ^^|7> °Mi^L e]s|=., ^7]^, 7fl^#^*ll, 

^l^^l #e^# % ol^^^l A}E«£i ^.g. ^ ^| 

o • 

4] 

[^T 1 ^- 5] 

*H l %H1 

46-40 



1019990001232 2000/7/1 

= ^ft = ^ = , *>^*Kgranulocyte-colony 

stimulating factor), ^r^Hn 1 - p>3.s.54^|-1-S.t-1 *tt" , ?1*K granulocyte 
macrophage-colony stimulating factor), p]- 3.5.^1-^1— Ir-S-M *r^" < £l ; *r 
(macrophage-colony stimulating factor), °ll MS-S. 0 ! 0 !! H (erythropoietin), s - ^ ^§ 
^flsT^i (bone morphogenic protein), 2fl4=-( interferon) , ^^-^Kinsul in) , 

oKEEli^-IlKatriopeptin-III), S-±^^ ^)-*fl (monoclonal antibody), 
•^l^Ktumor necrosis factor), ^V-S-S-^r^l ^l-^K macrophage activating factor), <?] 

inter leukin), i£°<J= €^ "?l*r( tumor degenerating factor), "^^-fr^r ^#^1 
*K insul in-1 ike growth factor), 3.*$. A 3 ^ epidermal growth factor), 
^nl^^l *j| ( t i ssue plasminogen activator), -rrS.?) i-Ml (urokinase)S. ol^-cH^l ^ 

6] 

133 7] 

»1 1 %H1 

%I-fh£ efl^lfK lecithin), SLrM-^-^ (phosphat idyl col ine) , S^s}-^ 

^ft^V^tphophatidylethanol amine), €>M| ^(phosphatidyl-serine) ^ 5Ei 

^E}^oj^X| ^(phosphatidyl inositol)^ °1# El^S-fii) , dI^^e 
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-tKmyristic acid), iM^Kpalmitic acid) ^ iEfl^s^Kstear ic acid)^- *11J- 

*l a oH>^ <S, ^loHMJE (glyceryl stearate), i = 

^(sorbitan palmitate) ^ ^^.wl^ ^Efloj-Eflo] e ( sor bitan stearate)^- *l ti oM]-£l 

o\)^t) -fr-E-*fl , #^-A>^(poloxamer)^ ^ 31 lH3 , ^ ol^-<H^l ^.f-°lH 

[^^•^- 9] 

8 *<H1 5a°H, 

^- 7 | ^ A >-g-oflo] ^-g-^, ^Hll: ^. ^(mineral oil), ^<£3!(squalene) , 

^(squalane), tfln 2 - ^MHcod liver oil), 2-^(mono)-, ^(di)- ^ ^-^M]^} 
— (tri-glyceride) SE^r ^^-#£1 ^£-5. . 

[^^J- 10] 
*11 9 *<H1 

^■71 ^-afl-fKcorn oil), ^JEi-fKol ive oil), $\ n^-fr ( soybean oil), ^sKr 

(saf flower oil), ^"M-fKcotton seed oil), "^^-fr (peanut oil), 3. p ]-n-( sesame oil) 

11] 
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[3*^8- 12] 

13] 

*D 12 %H1 &°H, 

^"71 ^A}~g- ^-g-ojjo] ^A}-g- ^A}-g- ^-§-ofl, SE*f U o Vi fMM ^^17} 

^7>S. 7 A°J^ *}±r ^A}^ . 
14] 

1 ^- ifl*l *i| 7 U- ^ ^i=: tb *H^* °1H5.# (aerosol) *fl*fl. 
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